
Dkt. 74136/JPW/JW 
IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



Applicants 
U.S. Serial No. 
Filed 

For 



Hermona Soreq, et al. 
10/529,511^/ 

as §371 national stage of 
PCT/IL2003/000764, filed September 
24, 2003 

PARKINSON'S DISEASE SUSCEPTIBILITY 
HAPLOTYPE AS A TOOL FOR GENETIC 
SCREENING 



1185 Avenue of the Americas 
New York, New York 10036 
March 17, 2006 



Commissioner for Patents 

P.O. Box 14 50 

Alexandria, VA 22313-1450 



INFORMATION DISCLOSURE STATEMENT 



In order to ensure compliance with applicants' duty of disclosure 
under 37 C.F.R. §1.56 and §1 . 97 (a) - (d) , applicants request that 
the following documents be considered and made of record in the 
above-identified application which is listed on Form PTO-1449, 
attached hereto as Exhibit A: 

1. Abbott C. A., Mackness, M. I., Kumar, S., Olukoga, O., 
Gordon, C, Arrol, S., Bhatagar, D. , Boulton, A. J. M., 
and Durrington, P. N. (1993) Relationship between serum 
butyrylcholinesterase activity, hypertriglyceridaemia 
and insulin sensitivity in diabetes mellitus. Clin. 
Sci. (Lond) 85: 77-81 (Exhibit 1) ; 

2. Adkins, S., Gan, K.N., Mody, M., and La Du, B. N. 
(1993) Molecular basis for the polymorphic forms of 
human serum paraoxonase/arylesterase : glutamine or 
arginine at position 191, for the ' respective A or B 
allozymes. Am. J Hum. Genet. 52: 598-608 (Exhibit 2); 



Applicants: Hermona Soreq, et al . 
U.S. Serial No.: 10/529,511 
Filed: as §371 national stage of 
PCT/IL2003/000764, filed September 24, 2003 
Page 2 

3. Akhmedova, S., Anisimov, S., Yakimovsky, A., and 
Schwartz, E . (1999) Gin - Arg 191 polymorphism of 
paraoxonase and Parkinson's disease. Hum. Hered. 49: 
178-180 (Exhibit 3) ; 

4. Aminoff, M. J. (2001) Parkinson's disease and other 
extrapyramidal disorders. In: Braunwald, E . , et al . 
(eds) Harrison's principles of internal medicine. 
McGraw Hill, pp. 2399-2406 (Exhibit 4) ; 

5. Bartels, C. F . , Jensen, F. S., Lockridge, O., van der 
Spek, A. F., Rubinstein, H. M. , Lubrano, T., and La Du, 
B. N. (1992) DNA mutation associated with the human 
butyrylcholinesterase K-variant and its linkage to the 
atypical variant mutation and other polymorphic sites. 
Am. J. Hum. Genet. 50: 1086-1103 (Exhibit 5) ; 

6. Betarbet, R. , Sherer, T. B., MacKenzie, G., Garcia- 
Osuna, M., Panov, A. V., and Greenamyre, J. T. (2000) 
Chronic systemic pesticide exposure reproduces features 
of Parkinson's disease. Nature Neurosci. 3: 1301-1306 
(Exhibit 6) ; 

7. Brindle, N . , Song, Y., Rogaeva, E . , Premkumar, S., 
Levesque, G., Yu, G., Ikeda, M . , Nishimura, M . , 
Paterson, A., Sorbi, S., Duara, R., Farrer, L . , and St 
George-Hyslop, P. (1998) Analysis of the 
butyrylcholinesterase gene and nearby chromosome 3 
markers in Alzheimer disease. Hum. Mol. Genet. 7: 933- 
935 (Exhibit 7) ; 

8. Brophy, V. H., Jampsa, R. L., Clendenning, J. B., 
McKinstry, L. A., Jarvik, G. P., and Furlong, C. E. 
(2001) Effects of 5' regulatory-region polymorphisms on 
paraoxonase-gene (PON1) expression. Am. J. Hum. Genet. 
68: 1428-1436 (Exhibit 8); 



Applicants: Hermona Soreq, et'al. 
U.S. Serial No.: 10/529,511 
Filed: as §371 national stage of 
PCT7IL2003/000764, filed September 24, 2003 
Page 3 

9. Brophy, V. H., Hastings, M . D., Clendenning, J. B., 
Richter, R. J., Jarvik, G. P., and Furlong, C. E. 
(2001) Polymorphisms in the human paraoxonase (PON1) 
promoter. Pharmacogenetics 11: 77-84 (Exhibit 9) ; 

10. Burkhardt, C, Kelly, J. P., Lim, Y. H., Filley, C. M . , 
and Parker, W. D. Jr. (1993) Neuroleptic medications 
inhibit complex I of the electron transport chain. Ann. 
Neurol. 33: 512-517 (Exhibit 10) ; 

11. Cassarino, D. S., Fall, C. P., Swerdlow, R. H., Smith, 
T. S., Halvorsen, E. M . , Miller, S. W., Parks, J. P., 
Parker, W. D. Jr., and Bennett, J. P. Jr. (1997) 
Elevated reactive oxygen species and antioxidant enzyme 
activities in animal and cellular models of Parkinson's 
disease. Biochlm. Biophys . Acta, 1362: 77-86 (Exhibit 
11) / 

12. Costa, L. G., Cole, T. B., Jarvik, G. P., and Furlong, 
C. E . (2003) Functional genomic of the paraoxonase 
(PON1) polymorphisms: effects on pesticide sensitivity, 
cardiovascular disease, and drug metabolism. Annu . Rev. 
Med. 54: 371-392 (Exhibit 12); 

13. Costa, L. G., Richter, R. J., Murphy, S. D., Omenn, G. 
S., Motulsky, A. G., and Furlong, C. E. (1987) Species 
differences in serum paraoxonase correlate with 
sensitivity to paraoxon toxicity. In: Costa, L. G. 
(eds.) Toxicology of pesticides: experimental, clinical 
and regulatory perspectives. Spr inger-Verlag , 
Heidelberg, pp. 263-266 (Exhibit 13) ; 

14. Costa, L. G., Li, W. F., Richter, R. J., Shih, D. M . , 
Lusis, A., and Furlong, C. E. (1999) The role of 
paraoxonase (PON1) in the detoxication of 



Applicants: Hermona Soreq, et al . 
U.S. Serial No.: 10/529,511 
Filed: as §371 national stage of 
PCT/IL2003/000764, filed September 24, 2003 
Page 4 

organophosphates and its human polymorphism. Chem. 
Biol. Interact. 119-120: 429-438 (Exhibit 14); 



15. Dempster, A. P., Laird, N. M., and Rubin, D. B. (1977) 
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Association of low PON1 type Q (type A) arylesterase 
activity with neurologic symptom complexes in Gulf War 
veterans. Toxicol. Appl . Pharmacol. 157: 227-233 
(Exhibit 18) ; 



19. Herishanu, Y . O., Goldsmith, J. R., Abarbanel, J. M . , 
and Weinbaum, Z. (1989) Clustering of Parkinson's 
Disease in Southern Israel. Can. J. Neurol. Sci. 16: 
402-405 (Exhibit 19); 



20. Hodgson, E. and Lewy, P. E. (1996) Pesticides: An 
Important but Underused Model for the Environmental 
Health Sciences. Environ. Health Perspect. 104: 97-106 
(Exhibit 20) ; 



Applicants: Hermona -Soreq, et al . 
U.S. Serial No.: 10/529,511 
Filed: as §371 national stage of 
PCT/IL2003/000764 , filed September 24, 2003 
Page 5 



21. Jenner, P. and Olanow, C. W. (1996) Oxidative stress 
and the pathogenesis of Parkinson's disease. Neurology 
47(Suppl 3): S161-S170 (Exhibit 21); 

22. Kitada, T., Asakawa, S., Hattori, N . , Matsumine, H., 
Yamamura, Y., Minoshima, S. Yokochi, M . , Mizuno, Y., 
and Shimizu, N. (1998) Mutation in the parkin gene 
cause autosomal recessive juvenile parkinsonism. Nature 
392: 605-608 (Exhibit 22) ; 



23. Kruger, R. , Kuhn, W., Muller, T., Woitalla, D., 
Graeber, M . , Kosel, S., Przuntek, H., Epplen, J. T. , 
Schols, L., and Riess, O. (1998) Ala30Pro mutation in 
the gene encoding a-synuclein in Parkinson's disease. 
Nat. Genet. 18: 106-108 (Exhibit 23); 



24. Lang, A. E. and Lozano, A. M. (1998) Parkinson's 
Disease. First of Two Parts. N. Engl. J. Med. 339: 
1044-1053 (Exhibit 24); 



25. Le Couteur, D. G., Muller, M . , Yang, M. C, Mellick, G. 
D., and McLean, A. J. (2002) Age-environment and gene- 
environment interactions in the pathogenesis of 
Parkinson's disease. .Rev. Environ. Health 17: 51-64 
(Exhibit 25) ; 

26. Lehmann, D. J., Nagy, Z., Litchfield, S., Borja, M. C., 
and Smith, A. D. (2000) Association of 
butyrylcholinesterase K variant with cholinesterase- 
positive neuritic plaques in the temporal cortex in 
late-onset Alzheimer's disease. Hum. Genet. 106: 447- 
452 (Exhibit 26) ; 



27 . 



Lehmann, D. J., Johnston, C., and Smith A. D. (1997) 
Synergy between the genes for butyrylcholinesterase K 



Applicants: Hermona Soreq, et al . 
U.S. Serial No.: 10/529,511 
Filed: as §371 national stage of 
PCT/IL2003/000764 , filed September 24, 2003 
Page 6 

variant and apolipoprotein E4 in late-onset confirmed 
Alzheimer's disease. Hum. Mol. Genet. 6: 1933-1936 
(Exhibit 27) ; 

28. Lockridge, O. and Masson, P. (2000) Pesticides and 
Susceptible Populations: People With 
Butyrylcholinesterase Genetic Variants May Be At Risk. 
Genetic Neurotoxicology 21: 113-126 (Exhibit 28); 

29. Loewenstein-Lichtenstein, Y . , Schwarz, M . , Glick, D., 
Norgaard-Pedersen, B., Zakut, H., and Soreq, H. (1995) 
Genetic predisposition to adverse consequences of anti- 
cholinesterases in 'atypical 1 BCHE carriers. Nat. Med. 
1: 1225-1226 (Exhibit 29); 

30. Lucking, C. B., Durr, A., Bonifati, V., Vaughan, J., De 
Michele, G., Gasser, T . , Harhangi, B. S., Meco, G., 
Denefle, P., Wood, N. W., Agid, Y . , and Brice, A. 
(2000) Association between early-onset Parkinson's 
disease and mutations in the parkin gene. French 
Parkinson's Disease Genetics Study Group. N . Engl. J. 
Med. 342: 1560-1567 (Exhibit 30) ; 

31. Mackness, B., Durrington, P. N . , and Mackness, M. I. 
(1998) Human Serum Paraoxonase. Gen. Pharmacol. 31: 
329-336 (Exhibit 31) ; 

32. Masson, P., Josse, D., Lockridge, O., Viguie, N . , 
Taupin, C, and Buhler, C. (1998) Enzymes hydrolyzing 
organophosphates as potential catalytic scavengers 
against organophosphate poisoning. J. Physiol. (Paris) 
92: 357-362 (Exhibit 32); 

33. Menegon, A., Board, P. G., Blackburn, A. C., Mellick, 
G. D., and Le Couteur, D. G. (1998) Parkinson's 
disease, pesticides, and glutathione transferase 



Applicants: Hermona Soreq, et al . 
U.S. Serial No.: 10/529,511 
Filed: as §371 national stage of 
PCT/IL2003/000764, filed September 24, 2003 
Page 7 

polymorphisms. Lancet 352: 1344-1346 (Exhibit 33); 

34. Nassar, B. A . , Dunn, J., Title, L. M . , O'Neill, B. J., 
Kirkland, S. A., Zayed, E . , Bata, I. R., Cantrill, R. 
C, Johnstone, J., Dempsey, G. I., Tan, M . H., 
Breckenridge, W. C, and Johnstone, D. E. (1999) 
Relation of genetic polymorphisms of apolipoprotein E, 
angiotensin converting enzyme, apolipoprotein B-100, 
and glycoprotein Ilia and early-onset coronary heart 
disease. Clin. Biochem. 32: 275-282 (Exhibit 34); 

35. Nassar, B. A., Darvesh, S., Bevin, L. D., Rockwood, K., 
Kirkland, S. A., O'Neill, B. J., Bata, I. R., 
Johnstone, D. E., and Title, L. M. (2002) Relation 
between butyrylcholines terase K variant, paraoxonase 1 
(PON1) Q and R and apolipoprotein E g4 genes in early- 
onset coronary artery disease. Clin. Biochem. 5: 205- 
209 (Exhibit 35) ; 

36. Parker, W. D. and Swerdlow, R. H. (1998) Mitochondrial 
dysfunction in idiopathic Parkinson disease. Am. J. 
Hum. Genet. 62: 758-762 (Exhibit 36); 

37. Polymeropoulos , M. H., Lavedan, C, Leroy, E., Ide, S. 
E., Dehejia, A., Dutra, A., Pike, B., Root, H., 
Rubenstein, J., Boyer, R. , Stenroos, E. S., 
Chandrasekharappa, S., Athanassiadou , A., 
Papapetropoulos , T., Johnson, W. G., Lazzarini, A. M. , 
Duvoisin, R. C, Di Iorio, G., Golbe, L. I., and 
Nussbaum, R. L. (1997) Mutation in the a-synuckein gene 
identified in families with Parkinson's disease. 
Science 276: 2045-2047 (Exhibit 37); 

38. Premkumar, D . R., Cohen, D. L . , Hedera, P., Friedland, 
R. P., and Kalaria, R. N .' (1996) Apolipoprotein E-g4 



Applicants: Hermona Soreq, et al . 
U.S. Serial No.: 10/529,511 
Filed: as §371 national stage of 
PCT/IL2003/000764, filed September 24, 2003 
Page 8 

alleles in cerebral amyloid angiopathy and 
cerebrovascular pathology associated with Alzheimer's 
disease. Am. J. Pathol. 148: 2083-2095 (Exhibit 38); 

39. Spillantini, M. G., Schmidt, M. L . , Lee, V. M.-Y., 
Trojanowski, J. Q., Jakes, R., and Goedert, M. (1997) 
a-Synuclein in Lewy Bodies. Nature 388: 839-40 (Exhibit 

39) ; 

40. Suehiro, T., Nakamura, T., Inoue, M . , Shiinoki, T., 
Ikeda, Y . , Kumon, Y., Shindo, M . , Tanaka, H., and 
Hashimoto, K. (2000) A polymorphism upstream from the 
human paraoxonase (P0N1) gene and its association with 
PON1 expression. Atherosclerosis 150: 295-298 (Exhibit 

40) ; 

41. Sveinbjornsdottir, S., Hicks, A. A., Jonsson, T . , 
Petursson, H., Guamundsson, G., Grigge, M. L., Kong, 
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